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III. Study Endpoints 
A. Efficacy Endpoints 

Primary Efficacy Endpoints for the US FDA  

A treatment responder is defined as a subject who has a ≥15 Early Treatment of 
Diabetic Retinopathy Study (ETDRS) letter gain from Baseline in Binocular 
Uncorrected Near Visual Acuity (BUCNVA) without a ≥5 ETDRS letter loss in 
Binocular Uncorrected Distance Visual Acuity (BUCDVA) using both eyes under 
mesopic conditions. Baseline at each dosing visit will be the pre-dose assessment at 
Hour 0 of the visit. 

 
 

 
1) The efficacy superiority of BRIMOCHOL PF over the monotherapies will be 

demonstrated if BRIMOCHOL PF has a statistically significantly greater 
responder rate than Brimonidine Tartrate and Carbachol PF at Hour 1.   
 

2) Assuming that the efficacy superiority of BRIMOCHOL PF over both 
monotherapies is established at Hour 1,  

  
 

Primary Efficacy Endpoint for Rest of the World (ROW)   

For each subject, an area under the curve (AUC0-8h) at a visit is defined as a 
weighted average of changes from Baseline in ETDRS letters of BUCNVA using 

 The specific 
calculation algorithm of the AUC based on the trapezoidal rule is provided in 
Appendix B.  
 

• The efficacy superiority of BRIMOCHOL PF over both monotherapies will be 
established if BRIMOCHOL PF has a statistically significantly greater mean 
AUC than both monotherapies.  
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B. Pharmacodynamic Endpoints 

• Change from Baseline in pupil size in each eye, the average, the minimum, 
and the maximum of the two eyes at all timepoints for mesopic 
measurements  
 

 
  

  
 

  
 

  
 

 
 

C. Safety Endpoints 

• Ocular and non-ocular Adverse Events (AEs), Slit-Lamp Biomicroscopy, 
Intraocular Pressure (IOP), Dilated Ophthalmoscopy  

 
• Proportion of subjects with a ≥15 letters loss in mesopic MUCNVA at 40 cm 

in either eye  
 
• Proportion of subjects with a ≥15 letters loss in mesopic BUCDVA at 4 M 

using both eyes  
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• Ocular Events of Special Interest   
o Per protocol, ocular events of special interest are defined as events with 

(1) Acute angle glaucoma or moderate to severe increase in IOP of >25 
mm Hg or (2) Retinal tear or detachment. 

o The adverse event of special interest flag collected in CRF will be used to 
select the ocular events of special interest. 

 
• Treatment-related TEAEs 

o This table will include TEAEs with a drug relationship of “Possible,” 
“Probable,” and “Definite”.  
 

• TEAEs leading to study withdrawal 
o This subset includes TEAEs with an Action Taken of “Permanent 

Discontinuation”. 
 

• TEAEs by maximum severity 
o On this table, treatment groups will be subdivided into four potential 

grades of AE severity— Mild, Moderate, Severe, Potentially Life 
threatening. Subjects reporting multiple AEs with different severities will 
be summarized once in the most severe category.  

 
In addition, the following AE summaries will be produced: 

• All ocular TEAEs by preferred term (PT) in descending order of overall 
frequency 

• All non-ocular TEAEs by system organ class (SOC) in alphabetical order and 
preferred term (PT) in descending order of overall frequency 

• Serious TEAEs by SOC and PT 
• Ocular events of special interest by PT 
• TEAEs leading to study withdrawal by SOC and PT  
• Treatment-related TEAEs by SOC and PT  
• TEAEs by SOC, PT and maximum severity 

 
At each level of summarization by SOC and PT, a subject with multiple events will 
be counted only once. No hypothesis test will accompany these AE summary tables. 
 
All AEs will be listed by subject, detailing the verbatim term given by the investigator, 
PT, SOC, onset date, end date, severity, relationship to study drug, outcome, action 
taken, seriousness and criteria for seriousness, ocular event of special interest 
(Y/N), whether an AE is considered as a TEAE (Y/N), and if so, which study 
treatment is the TEAE attributed to.  
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